Background: Prolonged duration of untreated psychosis (DUP) is associated with poor outcome. The Scandinavian TIPS study deployed an early detection (ED) campaign to halve DUP. However, while reducing DUP will improve outcomes for most patients, there are some for whom prolonged DUP is a byproduct of an insidiously illness rather than a modifiable prognostic factor. It is also unclear whether the success of an ED program relies on targeting those with longer or shorter DUP. Previously, we demonstrated that quantile regression (QR) can both manage skewed distributions and allow analysis for meaningful heterogeneity in DUP. The current study aims to investigate the utility of QR to analyze the impact of an ED campaign across the DUP distribution, using data from the TIPS study. We hypothesized the effectiveness of TIPS's ED campaign will vary across different quantiles of DUP. Methods: Between 1997 and 2000, a comprehensive early detection (ED) program with public information campaigns and low-threshold psychosis detection teams was established in one health-care area (ED-area), but not in a comparable area (No-ED area). Users with DSM IV non-organic non-affective first episode psychosis were consecutively recruited. Demographic, social and clinical characteristics of people enrolled in an ED area were compared to those coming from a No-ED area. Quantile regression can model the relationship between conditional quantiles of response and independent variables. Unlike ordinary least-squares regression that focuses on conditional mean response, QR estimates the heterogeneous effects of ED across different quantiles of DUP, rather than presuming a uniform mean effect. It is particularly useful when the differential effect of predictors on lower or upper quantile of outcome are of interest. In this study, we examined the impact of ED across the entire quantiles of DUP, particularly on Q1, Q2, Q3, dividing data into four quartiles. A post hoc analysis of the effect of gender, marital status, premorbid adjustment social level, and social cluster on quartiles of DUP was also conducted. Results: The total sample included 301 subjects, of which 161 belonged to an early detection (ED) area. If compared to users from No-ED area, ED users were younger (mean age 25 vs 31), and mainly unmarried (80% vs 62%). QR highlighted that ED had no effect on the first quartile (Q1) of DUP, with very short DUP, even in the No-ED area. ED was significantly associated with a reduction in the second quartile of DUP (median) (11 weeks reduction, p<0.001), and the third quartile of DUP (Q3) (41 weeks reduction, p=0.01). The effect of ED was significantly stronger on last quartile than Q1(p=0.01) and Q2 (p=0.04) suggesting a stronger effect of campaign on people with longer DUP. After controlling for age and marital status, the ED campaign's effect on Q3 of DUP significantly differed by gender: only male users in the ED group showed a significant reduction in this quartile of DUP (coefficient [SE] at Q3=−46.6; P = .01), suggesting an interaction between gender and ED campaigns in reducing DUP. Discussion: Quantile regression represents a powerful tool reveal the different effects of an ED campaign across DUP distribution. The upper tail of DUP benefited the most from ED program: users with longer DUP might be hesitant to engage into treatment because of a longstanding active psychosis or failed attempts in the community to receive care. Very short DUP, highly associated with rapidly escalating symptoms, was not affected by the campaign. This could represent a subgroup of patients for which no specific ED efforts are needed or further reductions may need strategies targeting prodromal signs. These findings have been fertile ground for generating hypotheses that could lead to targeted ED efforts.
F137. INFECTIONS OF THE CENTRAL NERVOUS SYSTEM AS A RISK FACTOR FOR MENTAL DISORDERS AND COGNITIVE IMPAIRMENT: A NATIONWIDE REGISTER-BASED STUDY
Background: Infections and inflammatory diseases have long been suggested as risk factors for cognitive decline and mental disorders, most notably schizophrenia and affective disorders. However, largescale studies have been lacking. This study aims to investigate the association between specific CNS-infections and the risk of developing mental disorders, and whether the causal agent of the CNS-infection has an effect on the association. Furthermore, this study will investigate the possible effect of CNSinfections on cognition in the largest study to date. Methods: We will utilize the unique personal registration number to link nationwide Danish registers in order to identify all individuals born in Denmark between January 1, 1977, and December 31, 2010, with follow-up from birth. We will investigate the association between CNS-infections with the risk of 1) developing mental disorders and 2) affected cognition (defined as the highest completed level of education, completion of the 9th grade and grade average score at the end of the 9th grade). Further analyses will estimate the risk within every psychiatric diagnostic category based on the International Classification of Diseases, 10th edition (ICD-10), e.g. organic mental disorders (ICD-10: F00-09), substance abuse disorders (ICD-10: F10-19) and schizophrenia spectrum disorders (ICD-10: F20-29). The risk related to the different pathogens causing the CNS-infection will also be investigated. Data will be analysed using survival analysis to approximate relative risks estimated by Poisson regression, and will be adjusted for age, sex, calendar year, first-born status, parental history of mental disorders and educational level of the parents. Results: All analyses are expected to be completed no later than February 2018 and ready to be presented at the conference in April 2018.
Discussion: This population-based cohort study will be the largest to date investigating the association between CNS-infections and mental disorders, and whether there's a difference in risk depending on the pathogen responsible for the CNS-infection. Additionally, it will be one of the largest studies investigating the effect of CNS-infections on cognition. It will add important knowledge to our understanding of the association between CNS-infections and mental disorders, and between CNS-infections and cognition. 
F138. INVESTIGATING
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Background: Anxiety is a prominent feature of schizophrenia, present in the prodromal phase of the illness. There is strong evidence that the personality trait neuroticism, an underlying factor strongly associated with anxiety, is genetically correlated with schizophrenia, implying that neuroticism and schizophrenia share genetic risk factors in common. However, a genetic correlation may also suggest a possible role of neuroticism in the pathogenesis of schizophrenia. We therefore performed a Mendelian randomization (MR) analysis using publicly available data to investigate the potential casual association between neuroticism and schizophrenia. Methods: We performed bi-directional two-sample MR between neuroticism and schizophrenia using the most recent publically available summary-level genome-wide data. Single nucleotide polymorphisms (SNPs) associated with neuroticism (p ≤ 1e-5) and schizophrenia (p ≤ 5e-8) were combined using an inverse-variance-weighted (IVW) multiplicative random effects approach. Impact of potential MR assumption violations were explored using weighted median, weighted mode and MR Egger methods. All analyses were performed using the TwoSampleMR R package.
Results: The IVW MR method provided strong evidence of a casual effect of genetically instrumented neuroticism on risk of schizophrenia (p < 0.001). This causal association was also evident when using the median weighted approach (p = 0.004) but evidence was weaker when using the weighted mode (p = 0.719) and MR Egger approaches (p = 0.439). The MR Egger intercept provided weak evidence of presence of horizontal pleiotropy (p = 0.067), however, the I2GX statistic indicated potential violation of the no measurement error MR assumption. There was also evidence of a causal effect of schizophrenia on neuroticism (IVW p = 0.001, weighted median p = 0.017, weighted mode p = 0.018) however, again, the I2GX statistic indicated potential violation of the no measurement error MR assumption. Discussion: Assuming certain MR assumptions are met, our results provide evidence of a bi-directional causal association between neuroticism and schizophrenia suggesting a genetic overlap rather than a uni-directional casual association, however, the impact of feedback loops between exposure and outcome cannot be addressed. Although there was evidence of horizontal pleiotropy between neuroticism and schizophrenia, evidence of violation of the no measurement error indicates that the MR Egger results should be interpreted with caution. Background: Stigma toward mental illness may lead to delayed detection, impaired treatment adherence, and poorer recovery. The fear of being labeled as at risk of psychosis can be barriers to early identification of putative prodromal subjects. Compounded by an intriguing feature, psychotic-like experience with no apparent impact on functioning, we wonder if people will generalize their prejudice and discrimination towards schizophrenia to subjects with subthreshold psychotic symptoms. Methods: A cross-sectional survey using a structuralized questionnaire modified from a previous study conducted by the Hong Kong University Early Psychosis research team was employed. Participants were recruited from various channels; including laypersons in general population invited after their attending talks about mental health topics, patients with mental illness and their key caregivers of 2 hospitals, and mental health professionals. The key component of this questionnaire is comprised by 4 case vignettes describing the symptoms and disabilities of patients with attenuated psychosis syndrome (APS), schizophrenia, depression, and psychoticlike experiences (PLE), respectively; followed by 2 sets of questions using 4-point Likert scale with 19 and 21 items for each set to measure social distance as a proxy for discrimination and prejudices. Basic demographic information, including age, gender, education level, current occupation, and previous contact with persons with mental illness were also collected. Results: A total of 354 subjects completed this survey, including 239 lay publics, 32 psychiatric patients, 29 patient's main caregivers, and 54 mental health professionals. Stigmas, especially prejudice, toward PLE are significantly higher in the patient group compared to the other 3 groups. Prejudice, but not discrimination, toward depression is significantly lower in professionals group. Stigmas toward schizophrenia and APS are in general not significantly different among groups, although the general public showed marginally higher scores in discrimination compared to the patient group. In each individual group, the patterns of attitude reflecting discrimination and prejudice are almost identical; that is, highest toward schizophrenia, followed by APS and depression (almost equivalent to each other), and lowest toward PLE, except the patient group which failed to reveal significant differences in ratings of 4 clinical case vignettes.
Discussion: APS seems to be a clinical entity too new to be judged. The majority of participants, except the patient group, reported a similar gradient of stigma toward different clinical severities. Such a result is consistent with previous studies that APS shared similar level of stigma with depression, not as high stigma as towards schizophrenia, but higher than PLE. Interestingly, patients with psychosis might have assimilated PLE to symptoms of schizophrenia based on their personal experiences, so they might have overrated the severity of subjects with PLE.
F140. HOMICIDES OF PHYSICIANS AND MENTAL HEALTH WORKERS
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Background: Violence towards mental health care workers, and towards physicians in general, is a common occupational hazard. The goal of this work was to determine to what extent violence escalates to actual homicides, both for mental health workers and for physicians in general.
Characteristics of the victims, the perpetrators and of the methods of homicide were examined in order to formulate recommendations for violence assessment and safety measures in healthcare settings. Methods: A systematic search for accounts describing homicides of mental health workers between 1981 and 2014, and for physicians between 1981 and 2017 was conducted. Cases of homicides committed by patients, family members of patients, and co-workers of the victims were included. Cases of homicide that occurred in correctional setting, or in agencies not focused on health care (such as child protective services) were excluded. News outlet accounts, internet sources, and the medical literature was searched for details of these cases. Data that were extracted included demographic details on victims and perpetrators, scene and method of homicide, presence of psychiatric diagnoses and prior treatment, and disposition of the perpetrators. Results: Results obtained for mental health workers has been published previously1. Thirty-three homicides of mental health workers were found and examined. Young women caseworkers who were unaccompanied during visits to residential treatment facilities were the most common victims. Men with a diagnosis of schizophrenia were the most common perpetrators. The most likely method of homicide was gunshot. Perpetrators often had a prior history of violence, criminal charges, involuntary hospitalization and nonadherence to medications. Thirty cases of homicides of physicians were found and examined. Psychiatry was the single most likely specialty of the victims (37%). Most homicides occurred in physician offices (33%). The most common psychiatric diagnosis of the perpetrators was schizophrenia (17%), but many other diagnoses were identified, and 33% of perpetrators could not be assigned a diagnosis. The most common method of homicide was again by gunshot. Discussion: Homicides of mental health workers, and of physicians generally, are rare events that emerge from a background of common aggression and violence in healthcare settings. Many of these homicides may have been preventable. Strategies to identify violence risk and to train acute care staff in possible prevention measures, as well as some policy and training measures will be discussed. 
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Background: Under the current ethical and legal standards physicians are expected to breach confidentiality when a third party is at risk. However, the law has mainly focused on risk of bodily harm and there is no legal
